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Group Art Unit: 1 63 1 



Serial No, 09/359,181 

Filed: July 22, 1999 

Fon Computer-Aided Method forih^ 
Provision, IdcDtificatioiv aod 
Description of Moiecuies Capable of 
Exiiibitiag a Desired Behavior, More 
Particularly in tb e Phartn ace«ti'cal 
Sector, and Molecules Obtained by 
Said Method 



X, Han van de Waterbeemd, hereby declare that: 

1 , T am a citizen of The NetherJanda and reside at 1 3 Kcay Hill WAy, Maidstone, Kent 
MEH2GZ,TJK. 

2, I received a Ph.D. degree in 1980 from the Univereity of Lcideo, The "Nefterlaodii, after 
studying at the School of Pharmacy, today knowa as the Center for Bio-Pharmaceutica] 
Sciences in the Department of Medicinal Chcmistiy, University of Leiden and 
submitting a thesis entitled '^The relationship between partition coefficlencs and rare 
constants of drug partitioning and the application in QSAR**, 

3, From 1 980 to 7988 I worked as a post-doctoral student and research assistant in the 
Department of Medicinal Chemistry, School of Pharmacy, University of Lausanne, 
Switzerland and periPbrmed studies looking at structure-activity relationships iisins 
chemomctrics and molecular modelling techniques. From 1987 to 7996 r was a lecturer 
attheUnrversity of Bern. Switzerland and frtSm 1995 to 1997alccjuier atthe 
Pharmaceutical Institute of ^e University of Basel, Switzerland. 

4, In 1:988 1 joined Ho€6naana4!>a Roche JLid, in Basely Switzerland, wotiong froai 19B9 to 
1997 aa head of the Structure-Property Correlations Group in the Cotnp\itationa] 
Chemistry Section of the Pfaarma ICesearch New Technolo^es deparcmeac 

5, In 1997 I joined Pfizer Central Research in Sandwich, UK as a manager in the 
department of Dmg Metabolism and with responsibilities fbr drug discovery support. Tn 
2002 r became head of Drug Metabolism Technologies in PDM (Pharmacokinetics, 
Dynamics and Metabolism) at Pfizer Global Research and Development in Sandwich, 
UK. Since 2003 T have been head of In Silico & Automation Technologies in PDM ai 
Pfizer Global Research aivl Development, Sandwich, UK. 
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6. My res6arcli interests focus on physicochcmical properties of bioioijicaJiy active 
compounUs* Woavai {ability and drug baxispoii processes, meg^uremftul and prediction 
of ADiVlET pn^pertiesj. and dppLic4tioDS of QSAK/chcmomeirics m (wtd optimijcatioii. 

7. I have published over 125 research papers &nd chapters. I have (c:o)-^dlted ^eveiul 
booki!, mcludmgfhc fx>T)awtrtg titles: "Chemomctrfc MetJiod« ?n Molecutar Design**, 
^-'Advartced Computer- Assisted J eohniques m Lead Discovery", ^tmcture-Propert>' 
Correldtiojjs in I>ru£ Kesearch"^ "^Lipophilicity in Dnjg Action md 'loxicology^, 
**Coraputer-Aasisted Lead Finding and Opiiniiiation'*, **Pbartnacokiiietic Oprirnizadon 
in Drag Research", ^Pharmacokinetios and Metaboiism rn Dnig Design", and '^Drog 
Bioavailability", 

8. I am secretary of the QSAR and Modelling Society, and T am on the cdftorial board? of 
several joumaU and the book ^Mt^Usods andPriscipJe^ in MedicTqaJ CheaiL3St[y\ 
T have-(oo)-Ofgaftised a nwrber of symposia; e.g. In 1996 T was chairmAn of the { I*** 
European Symposium 00 QSAR^ held in Lausanne', Switzerlajid. 

9. 1 have read and am fomiiiAr with'US patent application no. 09/359,181 euititled 
'•Computer-Aided Method ibr the Provision, Idcutificatioix and Description of 
Molecules Capahte of Hxh ibid ng a Desired behavior. More Particularly in the 
Pharaiaceutical Sector^ and Molecules Obtained by Said Method** (horeixiafrer the "IHl 
application), I have also reviewed the Office Action dated July 1, 2D03 in the *1 SI 
application^ In which the tixamtner contends tJiat the preaerit specification ia non- 
enabling with regard to the pcrfonmnce of dyriamic 6ltcrxng as called for in the cinioia. 
A5 a scientist having considerable knowledge^ skill cud experience in the field of the 
invention of the *1 81 appHcatpn^ I do not concur with the Examiner's contention. 

1 0. Based on my confiideration of the * 1 8 1 application, it is my opinion that th« definition 
and general overview of the charaoterfsticjy and use of dynamic filters at pa^e 9, Hue 3 to 
page 10, tine 22 of the *1 81 application and the detailed description of the perfbtmwice 
of dynamic JBhedng in relodoa to a specific exampla ai page 35> line 3 to pa^e 37, lixie 
23 of the *iS\ application are auffjcrent to enable any person skilled In The art to make 
and use dynamic filters according to the invention. 

11. The bases for my above-stated opinion are as fbilows: 

a. Dyriamic filteriiig ii di«cmsed in the aforenacntloned pa^ 
appHcaticm in temis of molecular dynanuc^ (MD) analysis^ autocorrelograms and 
pdnc^)ai componeat analysis (TC , . 

b. MD and ^CA anc techniques, which are familiar to the skilled person. 
Indeed, to my knowledge software for performing MD simulations and PCA were 
publically available at the Jvily 22, 1999 filing date of the *1SI application. 

c. Kurthermore, from publications, such as the bur, J, Med, Chem. reference 
mentioned At piige 3*6 lines 4 and 5 of the * I S 1 application, the skilled person would 
kzww how TO generate autocoaelograms. 

d. rhus the techniques for performing dynamic filtering are well known to 
researchers in the area. 

e. The Examiner *s enablement objection relies on an allegation that there Is no 
dcscrrprion of how to use the Multidyn software referred to at page 17, lines 1 9 to 24 of 
the * 1 81 appHoation and no descriptioo of the parameters that make this so^vars 
fuQCtioo* TTxe objection appears to be based on a misconception tiiat the * 1 81 
application Multidyn software is cssentiai for the performance of dynamic filtering. In 
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fact, the skilled reader of the M 81 application would uodecstand firom the passage at 
page 37. lines 16 to 1 8 that the Muttidyi> software j« used to analyse trajectories and 
conform atfonal spaces, i.e. It is merely an exampJe of a convenient platform for 
applying PC A to autocorrelograms. As discussed ar b_ and c. above, the skilled person 
is not reiiam on Multidyn to perform PCA and to generate autocoirelo grams. 

12. I fiarther declare that all statements made herein of my knowledge are true» and tliat all 
statements made on information and belief; inchiding those that can be supported by 
citations to published scientific llteramre, are believed to be. true; and further that these 
statements were made with the knowledge that wiltfol false statements and the like bo 
mudc arc puni&hable by fine or imprisonment, or iwth, under §1001 ofTitie 18 of the 
tTnited States Code, and that such willful false statements may jeopardize tlie validity of 
the M8.1 application or any patent issued thereon. ^ 
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